ABSTRACT
INTRODUCTION

102
Major depressive disorder (MDD) is characterized by depressed mood, anhedonia, weight antidepressants drugs that target these systems and increase the levels of monoamines in 112 synaptic cleft have failed to revert depressive symptoms in totality [5] and only around 50% 113 of patients achieve remission of symptoms after several treatments [6] . Moreover, 114 commercially available antidepressants usually take around two weeks to achieve the desired 115 therapeutic effects [8, 9] . Therefore, enormous efforts have been devoted to the search for 116 alternative pharmacological treatments that improve efficacy, with a faster onset of 117 therapeutic effects [10] .
119
Ayahuasca is a decoction made from a combination of two plants from Amazon rainforest:
120
Psychotria viridis and Banisteriopsis caapi [11] . Recent studies suggest that ayahuasca does 
131
Besides MAOi properties, THH is also a serotonin reuptake inhibitor [24] and recent studies 132 suggest significant antidepressant effects of Harmine, in a rodent model of depression [25] . 133 Furthermore, it has been observed that ayahuasca modulates plasma cortisol, which is also 134 involved in etiology of depression disorders, and patients with major depression show 135 consistent altered levels in plasma and saliva cortisol [26, 27, 28] To allow genetic variability, all juvenile animals (7 to 9 months) used in this study (n = 15; 8 177 males and 7 females) were randomly selected from 10 different families from approximately 1 (D1) and day 2 (D2) respectively, for both treatments, vehicle (VE) and ayahuasca (PH). All animals were treated with one administration of the vehicle, and seven days after, the 238 same animals received a single dose of ayahuasca. In both cases, we used a dose of 1.67 ml/ 
249
Results showed 0.36 ± 0.01mg of DMT/mL, 1.86 ± 0.11mg of Harmine/mL, 0.24 ± 0.03mg of
250
Harmaline/ml of and 0.20 ± 0.05mg of tetrahydroharmine (THH)/mL [40] .
251
Behavioral recordings 252 253
The recorded behaviors were the same validated by Galvão-Coelho et al. 
259
For more detailed description of behavioral data and its implications in stress context, see 260 Galvão-Coelho et al. [38] .
262
The selected behaviors were recorded between 6:30 and 7:30 a.m. to avoid the influence of 263 circadian variation, over a 30-min period by the focal continuous method [41] . 
RESULTS
288
The analysis of studied variables showed at the end of IC, a significant decrease in cortisol 289 levels, increase in autogrooming, scratching and somnolence, as well as reductions in feeding 290 and sucrose ingestion. All these changes were independent of sex. (Table 1) . For scent marking and body weight, sexual dimorphic profiles of variation were observed, 293 where only males showed increased scent marking and reduced body weight (Table 1) (Table 1) .
296
After ayahuasca treatment (PH), but not after vehicle (VE), males decreased scratching with 297 respect to the IC. Such reduction in the PH lasted more 7 days, being also observed in the tPE 298 ( Figure 2A and Table 2 ). Again, only males showed an increase in feeding after treatment 299 with ayahuasca, which was sustained until tPE, and did not vary after treatment with vehicle 300 ( Figure 2B and Table 2 ). Both sexes increased body weight after ayahuasca, but not after 301 vehicle, and was sustained throughout tPE ( Figure 2C and Table 2 ). Body weight gain, 302 induced by ayahuasca, allowed the recovery to baseline weight levels (PT: t= -1.68, p=0.09 / 303 tPE: t = -1.33, p = 0.18).
305
No significant alterations in response to both treatments, vehicle and ayahuasca, were 306 observed in fecal cortisol ( Figure 3A and Table 2 ), as well as in autogrooming, scent marking, 307 locomotion, ingestion of sucrose and somnolence (Table 2) . With respect to individual 308 piloerection, it was not possible to perform GLM analyzes due to the large number of zero 309 frequencies and low variation of data. Cortisol levels increased 24 hours (D1) and 48 hours (D2) after ayahuasca ingestion, but not 334 after vehicle, ( Figure 3B and 
380
After treatment with the vehicle, no changes were recorded for any behaviors or body weight.
381
However, a single dose of ayahuasca improved some of these symptoms of the depressive- 
387
The different action of ayahuasca and nortriptyline to improve depressive symptoms in male 388 and female common marmosets points out to the importance of studying both sexes in 389 translational studies of depression. Furthermore, despite in humans sex difference in response 390 to antidepressants has been recorded, males of animal models continue to be more frequently 391 used in experimental protocols for depression studies [47, 48] .
393
The positive ayahuasca modulation observed in feeding behavior is potentially important for to verify a more robust behavioral improvement in juveniles' marmosets.
430
Regarding cortisol variation across the study' phases, after chronic social isolation of eight 431 weeks, common marmosets showed significantly low levels of fecal cortisol. 
